PCX 



m m * ^ m 




(51) H^^fF^S? 

A61K 39/395, 9/08, 9/19, 47/26, 47/34 // 
C07K 16/36, C12P 21/08 



Al 



(11) H^<2^M»-^ 



(43) a^<2^M0 



WOOO/66160 



2000^11^9 0(09.11.00) 



(21) lll^tUS#-^ PCT/JPOO/02784 

(22) mmam 0 2ooo¥4>^ 27 0 (27.04.00) 
(30) m^^f—i^ 

m^^l 1/121424 1999^4^ 28 0 (28.04.99) JP 

(71) msA (*la^l^<'r-<T£o^i^H{cov^T) 

(YAMANOUCHI PHARMACEUTICAL CO., LTD.)[JP/JP] 
T103-8411 mMf|54^*IK0*1^*:PT^T@3Sll-^ 
Tokyo, (JP) 

(72) ;^^XJ^ 

(75) mm^/mmA (3l^ll^^ov^To^) 

1151 pg 9S(OKADA, Akira)[JP/JP] 

^ r$^(MORI, Atsuhide)[JP/JP] 

T 425^0072 mmm^mr^M^lSO 

\h:^[^mmW^^^±^ Shizuoka, (JP) 

/Jn# ^(KOBAYASHI, Mitsugu)[JP/JP] 

T 174-8612 mMfI5«1^IE:)iffiHTgl7#l-^ 

\h7t\^mmW^^^±P^ Tokyo, (JP) 



(74) iXMA 

^(NAGAI, Shozo et al.) 

=f 174-8612 MMUumm.M^R^r^iim-B' 

\ii:^\^mmm^^^± Tokyo, (JP) 

(81) Jg^a AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BY, CA, CH, CN, CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, 
GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, 
KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, 
TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, g^#l#fF (AT, 
BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE), OAPI^ff (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), ARIPO^I^W (GH, GM, KE, LS, MW, SD, 
SL, SZ, TZ, UG, ZW), y v^r (AM, AZ, BY, KG, KZ, 
MD, RU, TJ, TM) 



(54)Title: PARENTERAL MEDICINAL COMPOSITION CONTAINING HUMANIZED MONOCLONAL ANTIBODY 
FRAGMENT AND METHOD FOR STABILIZING THE SAME 



(57) Abstract 

A parenteral medicinal composition which contains a humanized monoclonal antibody fragment, a nonionic surfactant and sugars and 
has a weakly acidic pH value; and a method for stabilizing a humanized antibody fragment by blending therewith a nonionic surfactant and 
sugars and adjusting the pH value to a weakly acidic level. Thus, it is possible to provide a parenteral medicinal composition or a 
parenteral medicinal preparation containing a stabilized humanized monoclonal antibody fragment which is free from any restrictions in 
using, for example, storage in a cold place avoiding freezing, transportation/handling avoiding shaking, and fihering off particles in using. 



fz.:^mMi-i. 0^:t'~y'\i^mmmL isxxfmm^w.^\^. pH^mmmc-r^z 



AE 




DM 




AG 




DZ 




AL 




EE 




AM 




E S 




AT 




F I 


y ^ >y>Y 


AU 


h 7 y T 


FR 


yylyy^ 


A2 




GA 




B A 




GB 


^® 


BB 




GD 




BE 




GE 




B F 




GH 




BG 




GM 




B J 




GN 




BR 




GR 




BY 




GW 




C A 




HR 




C F 




HU 




CO 




I D 




CH 




I E 




C I 




I L 




CM 




I N 




CN 


^® 


I S 


^ >- K 


CR 


3;^^ • y * 


I T 


-r ^ y T 


CU 




J P 




C Y 




KE 




cz 




KG 




DE 




KP 




DK 




KR 





KZ 


ti-fyy^^:^ 


RU 




LC 




SD 




L I 




S E 




LK 


^ y • ■7:^:«7 


SG 




LR 


y-<y T 


S I 




L S 




SK 


y. a ^'r^T 


LT 


y hT=:T 


S L 


iy=^y • l^^^" 


LU 




SN 




L V 


yV^'^T 


sz 




MA 




TD 


K 


MC 




TG 




MD 




T J 




MG 




TM 




MK 




TR 








TT 


h y ^.^-^^ K • h/<=r 


ML 


-^y 


TZ 




MN 




UA 




MR 




UG 




MW 


^y^4 


US 




MX 




U2 




MZ 




VN 




NE 




YU 


z2.— z£—y.y ^ 


N L 


:ty>y 


Z A 


mry y ;<7^fD® 


NO 




ZW 




NZ 








P L 








FT 








RO 









wo 00/66160 



PCT/JPOO/02784 



m m » 

PffllS^IMit^fc^l-f-So t hik/J^^MH^^-z-^^J'SG P I I b 

ifi^s 3l^ia C e n t o c o r ttfl. t:h--^'>;^-=^y^-^y^n — :^/^j7C^ 
7^i^V>' TReoPro iM^u^) J ^r?S|gb. Jk/J4»SPJ.»J ^ 

L-C2mg/'mL. U h y 0 . 0 1 M. lg>fb-:^ h y 

0. 1 5M, *5j;t;^;i^y y/p^— h 8 0^0. pH;eiS7. 20^ 



1 



wo 00/66160 



PCT/JPOO/02784 



li^-h^^mRTf. if-mf^^h\mMm-^\-'fdm^. mwMmio^ 3/13133 

-^^^ (^^£:7iea#I^ 5 7 7 7 0 8 5, p?f/t^BJ^'>H#rFE P 6 1 9 3 2 4) };itEic$ 
ti:^c;fe-feicJ: ^)M3t^n6 t hM'ft:C4G l JrCf^^/^^W J: ^iff L. F 

C 4 G 1 F a b :7 ^ ^ h ic. ;r^'l4#E?St^^y. *3 J;lK|f^^jg§ip $ 
{:i^ofco *^0Jf*. b§y{t:^y n— :/ #^-r 

»j(cK-f^o f¥^>fflt-{i^ t hifD./h*gj^5^^:/^-?^KGP I I bxi I 

#IBBS6 2-2 9 6 8 9 0 -^<2^fg (^i^^^S^rpS 2 2 5 5 3 9, nfZ^m\mf^2 

3 9 4 0 0) h^\^'mn<c^m^o9 0/786 m^z^^mi^n^ 693 

7 6 1, *]-fc::gfe'>H#fF4 5 12 16) t^}£\Z.^m^flf^^ b^^fk^y :^-yl-feT: 
^*l?fcoT^>#MJ[5I^tl^ceV\ '^!lx.{^W0 9 3/1 3 1 3 3-^<2^$BlC|5 



2 



wo 00/66160 



PCT/JPOO/02784 



m^%^m.^^f^-)om^x. oM^t^tLS t h^^kc 4 g 1 m^^m%^m':^mx-n 

7< ^ § ^lcBJ*ffl#(D|S<!c{c:tl^v^ttM$n/ct; hM^bC4GlFa 

-e#S«&HT'fc;rL^^^I#(C$lJPg$t^^cCV^75^ $?^L<f*0. 0 Img/mL—l Om 
g/mL-efe'9. ^ P^l::^?* L< «0. 1 ~ 8 m g L -Cfc?)^ ;^)^;i^5iift^;^s 0 . 

h 8 0, Tjf y y/p-<- h 2 (df^}£tm\-fhf\^^t^. L< «jKy y/^-<- h 8 0 

#tr-# St5H-efc;rL^^#MJPS^t^7'^v^^s^ l < m^t^^ tf,^^ 1 x io-^m»%~ 
1 fi4%<D|&isx'fe ^) . $ ^ * L < (1 0 . 0 0 0 1 0 . 1 m»%-efe 



3 



wo 00/66160 



PCT/JPOO/02784 



4 



wo 00/66160 



PCT/JPOO/02784 



M~5 0 omMT'fe^o ^^-^^^M^:^^^ 1 mMx ^ m^^m^^a^. mm'fmi)^m-r^^ 

:d^x^^7!)>.m:ti'^mm^^mwo9 3/13 13 3-^^^m^mM^titz.:^m^x'o 
mm^. mm(D^^mm(D:)f'mKBW^n^fc^. Fab y^^^^ >■ hmm^m^ 



5 



wo 00/66160 



PCT/JPOO/02784 



'mm m\yL\t. mmt^n. ^m-n. ^-^n. fiib^y. mmwiM. mm\M. m 
mm. mmm. m^m. imm) ^m-^-r^zth^^^^o w^ix^it. mmmmt 

LT{*. ^>^nx>;^ h y ^*l#;^s^;f bti^o i^^Mt UTtl. 

^7P^;5S^{f 6:^1:50 fUb^lJt LTfi. Uv-^^^^^i^^if P^n?). t^^^i^^iJ^ LT 

m 1 fit bM^y ^ :^/^*ai*<^7^iJ'V >^ h (10) (Dmmi^n^mmi^m. 

H 2 {lik/jNM*ifpf!iiJ^ (ik/J4Sli*PW^iJ) ^^co-cfc^o 

:^mm\cm\^^hn^ii hm^/ ^^—r^^^Pf(Dy^^^?i>h no) it. mi 
tm2\z^-i-xoi^. t hik/his (12) mm±K^^-r^m^>^<^«GP i i 

b/I I I aCDy^zfV /— (l 4) (^^t-f-^^y n— :h/Pfci#:^h 
hM'fb (16) ^ (18) dJ; ^) F a b :7^^V > h i Lfc 

(ifg^^O^BJ) 

10:-y^^pi>h. 1 2 : t hik/h^. 1 4 : 7 ^ y y — 
1 6 : t hM^biTLf*^ 1 8 : ^^^^4 >MS 

PL:V>mW. P L C : y ^^-ifC. P L : aI^;:^^ y if 

G : GT Plg-a^MS^ DG : 1. 2 v^T v'yl'^" y ir n — 
I P3 : ^ y h— . 4. 5-3 y^/^. C aM : :^^]^^'f^V 
MLCK : ^:tiy:ymm^i—^. MLC : ^^^v'^/g^. 
C-K : y'u'r^ >'C^-)-—\i. PDE : if\ 
D T S : Dense tubular system 

6 



wo 00/66160 



PCT/JPOO/02784 



>- h^J^ML. t h§y^bC4G 1 F a b :7^i5'-^ h (]^;lTs ^1- TF a b 



6/1 



m ^ mm. imm& 



wo 00/66160 



PCT/JPOO/02784 



[^i^^fe 1] Binding-Inhibitio n^^l:: X ^tlBWl"^ 

GPi I b/i I I a ^m^siti^tiyi^— hiz.ifyt^>-ity y" V / —^>m 

mt Fa b :7^^v ^ hmm^m.^KfT^^'^. T\fi»^<~:t^iyv—^mmt^ 
^^"^^^tiz-xv . Fa h y v ?^ > hmm^a'.^n-r:5mM^^j::bm^m'^'r^o 

: F^=g/^ 1 0mm. -S:^^3 0 c m(D:^f ^ 1 3 ixmCDy^^^^ h'y^^ 

#ti]ti : y ^^-tK*^ h y -i^i^ 3 . 12 gRXimti- hy>-Ml. 7g^90 
7R^A0;tL-r 1 0 0 0ml }ci-t-5o 

200 0/i^i^;^~5 0 0 0/^:^7:^OBS^T^-*5V^T. S^St^ct D ^^l^fZ^tt^ • 

[^*fe^J 1 ~ 3 ] [it^^ij 1 ~ 5 ] 
F a b:7^^V>-Miit;^^*^lmg/mLO«Mp"p^PS^5i§-r§ri{:ij;i9. 
3 ~6mg/mL<DF a b 7 ^ iJ'V ^ Vi^WM^W^X^. Fa b 7 ^ 
hUm^ LfCo -^fz.^ *II-7<;^T5/>^B#0?*^;6S. ^tl^^tlF a b7^i/^ 

^-h«g^2mg/mL. 1 OmM. ^y yy^-<- h 8 0 0 . 0 IM 



7 



wo 00/66160 



PCT/JPOO/02784 



mi) 







P H 


±IS : :'D^Bi (%) 

Tfs : m'7^=Fm^mm (%) 




4 0°C 
1 


6 0°C 
451 


mmm^ 




4.9 0 


1 0 0 


10 0 


7 2 




— 




0.0 2 


0.0 7 


1.51 


mmm2 


U K 'J 't7 A 


5.9 5 


10 0 


1 0 0 


8 1 








0.03 


0. 1 0 


1.08 






5. 2 1 


10 0 


8 1 


7 7 








0.0 6 


0.0 4 


2.4 0 






7.0 3 


1 0 0 


9 1 


5 9 








0.0 3 


0. 1 7 


1.69 


itmm 2 


U h 'J 't? A 


7.8 5 


1 0 0 










3^ 


0.0 4 


0.3 9 


10.72 




^x>M:^ h'J';7A 


7.14 


1 0 0 


6 8 


5 6 








0. 1 3 


0. 1 3 


2.7 8 




'J h U -t? A 


9.0 4 


1 0 0 












0.0 4 


1.48 


6 2.06 






7. 1 6 


1 0 0 


8 3 


8 0 






3^ 


0.0 7 


1.62 


0.6 4 



[IIW!|4~9] Ci:b|i?^!l 6 ~ 7 (/K U V /L'-<— h 8 0 ) ] 
F a b ;7 ^ i/T^ ^ hMmm^O 1 m g /m L (Dm^p"p^|5S^5jli-r ^ ^ ^ l^I J; 0 s 



8 



wo 00/66160 



PCT/JPOO/02784 



m&f)^^ 3 ^ 6 m g XmLCDF a h "7 hT^^mm^U^i^s Fa h ^ y ^ ?i > 

^J^ 2 0 0 r p m-e 1 0 ^^r^^^MM^tTl \ ^m4^l§^(^W0^5SM L/Co 



(152) 















tK'J v;u^— h 8 0 


1 


ML 






0. 1 


ML 




tKU v;u^— h 8 0 


0. 0 1 


mL 


mmmi 


tKU V;U'<— h 8 0 


0.001 


ML 




tK'J Vv'U^— h 8 0 


0.000 1 


ML 


mmm 9 


7t^°U V;U'<— h 8 0 


0.0000 1 


mL 




tK'J v;u^— h 8 0 


0.000001 




itm.m7 


tKU V^U^— h8 0 


0 





immmi 0] Li:mm8 mm) ] 

3 ~ 6 m g /m L (D F a h ^ "7 ^' ^ > h7K^^f^(-^^L. F a b y'^i/p* >- 
hWMtLfc. *fc. Sim. **l-;^^T-.y:/B#OMS^S^ ^n^^tlF a b^^^V 
V hitS2mg/'mL. y ^-^-^ h V 0 mM. 7}^ y y /l^^— h 8 0 



9 



wo 00/66160 



PCT/JPOO/02784 



um'^^^^sic^-to m3-fy>h-hmh:^^f£X9i^. mm&m^mmi.tz.^mm 

(^3) 









fin 


;1JS (Mm%) 


mmm^ o 




5 


ML 


ttm¥\ 8 




0 





immm 1 1 ] 

a^:^5 3~6mg/mL(DF a b "7^^^ >- h7K?^?^{^gmL. F a b :7^i/7< > 



(*4) 







P H 


^= ±IS : :hm (%) 

TIS : ^^^Tfi^m^ (%) 




4 0°C 


4 0°C 


HSIS^Jl 1 




5.9 5 


1 0 0 


9 2 


8 5 


0.0 2 


0.2 9 


0.6 7 



*5v^T. ffitLfci^^^^tt^^b. Mi^#;os^t^-cfc'9. ^fcmm!^^±^nM 



10 



wo 00/66160 



PCT/JPOO/02784 



If ^ CD 15 H 

I I b/I I I a (Z5:7^ ^'y y — D— ^/I'^rLftrcT) 

F a b :7^^W h-efc^l**(DiSH^ 1 ^-^fMm2^\:LUm.(D^mnm 

4. F a b ^ hCO^^^;05. 0. 0 1 m g /m L ~ 1 0 m g /m L T'fo-Sft 

m 1 ^j'cfv^ bm8ii(Dv^-rn/6^ i JS{:ifB«!c(Z)#^^pfflisma^«^o 
11. j^^cDjii^;^^ 0. 0 1 fi*%~5 ofifi%-efc5ff^ol5jsiliil/^v^L 

m o3S(ov^-rii;o^iis{^ffi«ic(D#^pfflE^mj^fei^o 

11 



wo 00/66160 



PCT/JPOO/02784 



wo 00/66160 



PCT/JPOO/02784 




1/2 



wo 00/66160 



PCT/JPOO/02784 




2/2 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/02784 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI'' A61K39/395, 9/08, 9/19, 47/26, 47/34//C07K16/36 
C12P21/08 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int.Cl'^ A61K39/395, 9/08, 9/19, 47/26, 47/34//C07K16/36 
C12P21/08 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUSA(STN) , MEDLINE ( STN) ,EMBASE(STN) ,BIOSIS(STN) , 
JICST(JOIS) ,WPI-L (QUESTED 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



X 
Y 



X 
Y 



X 
Y 

X 



WO, 98/22136, A2 (BOERINGER MANNEIM GMBH), 
28 May, 1998 (28 . 05 , 98) , 

Abstract, Claims; page 7, line 6 to page 10, line 13, 
implementation examples 1, 5 
& EP, 852951, Al 

US, 5656730, A (Enzon, Inc.), 
12 August, 1997 (12.08.97), 

Claims; page 7, left column, lines 1-30, EXAMPLE 2 
& US, 5917021, A 

WO, 97/45140, Al (GRAXO GROUP LIMITED), 
04 December, 1997 (04.12.97), 

Abstract, Claims; page 4, line 20 to page 6, line 21 
& EP, 907378, Al & JP , 11-512753, A 

EP, 865793, Al (THE GREEN CROSS CORPORATION), 
23 September, 1998 (23.09.98), 
Abstract, Claims; page 4, lines 27-39, 
& JP, 10-265406, A & JP, 10-265407, A 

JP, 9-77684, A (Green Cross Corporation) , 



1,4-12,14 
2,3,13 



1,4-12, 14 
2,3,13 



1,5-9,11,14 
2,3,13,15 



1,4,5,7-12, 
14 
2,3,13 



1,4,5,7-12, 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



"A" 



Special categories of cited documents: 

document defining the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing 
date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 



•X" 



"Y" 



"P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
28 July, 2000 (28.07.00) 



Date of mailing of the international search report 
08 August, 2000 (08.08.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/02784 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



25 March, 1997 (25.03.97), 

Abstract; Par. No. [0010] ; [Production Example 2] 
(Family: none) 

WO, 93/13133, Al ( YAMANOUCHI PHARMACEUTICAL CO. LTD.), 
12 October, 1994 (12.10.94), 
Full text 

& EP, 619324, Al & US, 5777085, A 

WO, 96/40250, A2 (CENTCOR, INC.), 
19 December, 1996 (19.12.96), 
Full text 

Sc EP, 835135, A & JP, 11-511120, A 

EP, 158487, A2 (Takeda Chemical Industries, Ltd.), 
16 October, 1985 (16.10.85), 
Example 1, 9, 10, 12 

& JP, 60-215631, A & JP, 60-222424, A 
& JP, 61-197527, A & US, 4645830, A 
& US, 4812557, A 

JP, 6-234659, A (Handai Biseibutsubyo Kenkyukai) , 
23 August, 1994 (23.08.94), 
Par. No. [0033] (Family: none) 

US, 4093606, A (Myer Luis Coval) , 

21 August, 1979 (21.08,79) 

& FR, 2301266, Al Sc US, 4165370, A 

Sc JP, 63-099022, A & JP, 6-080586, A 

JP, 8-99900, A (Green Cross Corporation) , 
16 April, 1996 (16.04.96) (Family: none) 

JP, 57-18627, A (Green Cross Corporation), 
30 January, 1982 (30.01.82) (Family: none) 

JP, 56-127321, A (Green Cross Corporation), 
06 October, 1981 (06.10.81) (Family: none) 



14 
2,3,13 



2,3 



2,3 



13, 15 



13,15 



1-15 



1-15 



1-15 



1-15 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



mmmmm^- pctxjpoo/o2784 



A. ^m<om'r^^w<D^m (h^#w^« (i po ) 

Int. Cl' A61K3 9/3 9 5, 9/0 8, 9/1 9, 4 7/2 6, 4 7 / 3 4 //C 0 7 K 1 6 / 3 6 
C 1 2 P 2 1/0 8 



m^^n^tzm^-mmn mwMn^m (i po ) 

Int. CI' A61K3 9/3 9 5, 9/0 8, 9 1 9 , 4 7/2 6, 4 7 / 3 4 //C 0 7 K 1 6 / 3 6 
C12P21/0 8 



^x-^mLtzm^f—^^—^ ^-<— ^o^io^. LTt^M) 

CAPLUS A (STN) , MEDL I NE (STN) , EMBAS E (STN) , B I OS I S (STN) 
JICST(JOIS),WPI-L (QUESTED 









X 


WO, 98/22136, A 2 (BOERINGER MANNEIM GMBH) 2 8 . 


1, 4-12, 14 


Y 


5^. 1998 (28. 05. 98) Abstract. Claims, IgT'N" 


2, 3, 13 




men -mio^' -y mizn. mmmi. 5 






&E P, 852951, Al 




X 


US, 5656730, A (Enzon, Inc. ) 12. 8^. 1997 


1,4-12, 14 


Y 


(1 2. 0 8. 9 7) Claims, ^7^° -v'fcfflB^l-SO^f , EXAMPLE 2 


2, 3, 13 




&U S, 5917021, A 





[x] cm(r>m^\^hxmmm^t^x\^'^^o 



2 8. 0 7. 0 0 


mmm^m^(r)mm^ 0 8 08 00 


mmm^mm^^w^Rxj^^x^ 

0*:®^fF;T ( I S A/ J P) 
B«#^ 10 0-8915 
^:Sa5^ftffl mm7^mE.T @ 4 # 3 ^ 


miS*-^ 03-3581-1101 P 


4 C 


9 2 8 4 


3 4 5 2 



PCX/ ISA/2 10 (||2-<-v^^) (1 9 9 8^7>^) 





@^ai«i#-§- PCT/ J PO 0/0 2 7 8 4 
















X 
Y 


wo, 97/45140, Al (GRAXO GROUP LIMITED) 0 4. 
&EP, 9 0 7 3 7 8, A 1 & J P, 1 1 - 5 1 2 7 5 3, A 


1, 5-9, 11, 14 

2, 3, 13. 15 


X 
Y 


T7P RficiVQ"^ Al ("THF frRFFNT fROSS fORPORATION) 
23. 9^. 1998 (23. 09. 98) Abstract, Claims, 

^4'N° -y~~||27-39tT 

&JP, 10-265406, A&JP, 10-265407, A 


1, 4, 5, 7-12. 
14 

2. 3. 13 


X 

Y 


JP, 9-77684, A (tt5t:#tl:^ Ky +^) 2 5. 3^. 
1997 (25. 03. 97) [^*^] , [ 0 0 1 0 ] . 


1, 4. 5. 7-12. 
14 

2. 3. 13 


Y 


WO, 93/13133, Al (Y.mNOUCHI PHARMACEUTICAL CO. 
LTD. ) 12. 10^. 1994 (12. 10. 94) 
&EP, 6 1 9 3 2 4, Al&US, 5 7 7 7 0 8 5, A 


2.3 


Y 


WO, 96/40250, A2 (CENTCOR, 
1996 (19. 12. 96) ^Sfc^ft: 
&EP, 8 3 5 1 3 5, A&JP, 11- 


INC. ) 19. 1 2 J . 
5 1112 0, A 


2.3 


Y 


EP, 158487, A2 (Takeda Chemical Industries, Ltd. ) 
16. 10^. 1985 (16. 10. 85) Example 1, 9, 10, 12 
&JP, 60-215631, A&JP, 60-222424, A 
&JP, 61-197527, A&US. 4645830, A 
&US, 4812557, A 


13, 15 


Y 


JP, 6-234659, A KW.-^^^^M'^^W) 
23. 8^. 1 9 9 4 (2 3. 0 8. 9 4) [0 0 3 3] 


13, 15 


A 


US, 4093606, A (Myer Luis Coval) 2 1. 8 ^ . 
1979 (2 1. 08. 7 9) 

&FR, 2301266, Al&US. 4165370, A 
&JP, 6 3-0 9 9 0 2 2, A&JP, 6 -0 8 0 5 8 6, A 


1-15 


A 


JP, 8-99900, A (^^^^t5 Ky+^) 16. 4^. 
1996 (16. 04. 96) T'T^y— ^^^U 


1-15 


A 


JP, 57-18627, A (Wxt^^t^ 
1 9 8 2 (3 0. 0 1. 8 2) 5 y- 


K y +^) 3 0. 1 . 


1-15 


A 


JP. 56-127321, A (:K^#f±5 K y +^) 0 6 . 
10^. 1981 (06. 10. 81) :7t 5 y—7^CL 


1-15 



m^PCT/ I S A/^2 1 0 (m2-<-vco^#) ( 1 9 9 8^7>^) 



